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Results of Surgical De-intensification &
Controversies in the management of HPV+
Oropharynx Cancer

Oropharyngeal carcinoma (OPC) represents a significant public health problem
worldwide, affecting nearly 51,000 individuals this year alone in the United States. In
the past, surgical options for patients with for OPC was performed through transfacial,
transmandibular incisions, yet many patients still required extensive adjuvant therapy
postoperatively. Poor function and concern for cosmesis led multidisciplinary teams to
explore alternative options, such as concurrent chemotherapy with radiation therapy
(chemoRT). Since 1999, with the publication of GORTEC 94-01, chemoRT became the
standard of care for organ-preservation approaches for OPC.

Although effective in terms of locoregional control, chemoRT can be associated with
significant delayed toxicity, as well as adverse functional effects. Dysphagia remains
perhaps the most important functional impairment in survivors of OPC. Late grade 3 to
4 laryngopharyngeal toxicity more than 5 years after treatment was reported in 35% of
101 survivors of OPC who had adequate baseline function in a pooled analysis of three
Radiation Therapy Oncology Group (RTOG) trials of concomitant chemoradiotherapy,
and the 3-year prevalence of dysphagia approaches 50% based on population-level
data from survivors of OPC in the Surveillance, Epidemiology, and End Results—
Medicare database. With the recent publication of the first prospective data
demonstrating the value of intensity-modulated proton-radiation therapy (IMPT) for
head and neck cancer, it is hoped that late effects beyond the acute and subacute
treatment window will also be reduced, although data here are lacking. Therefore,
despite the advantages of nonsurgical organ preservation offered by chemoRT,
concerns about long-term toxicity and swallowing.
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Dating as far back as 2011, Chaturvedi et al described the striking association between
oropharyngeal cancer (OPC), human papillomavirus (HPV), and the startling new
epidemiology of this disease. From 1988 to 2004, HPV-positive OPC increased by 225%
(95% Cl, 208% to 242%; from 0.8 per 100,000 to 2.6 per 100,000), whereas the
incidence of HPV-negative cancers declined by 50% (95% Cl, 47% to 53%; from 2.0 per
100,000 to 1.0 per 100,000). Patients with HPV-associated OPC tend to be nonsmokers,
male, and younger than traditional patients with head and neck cancer. Does this
evolving epidemiology of OPC change the role of surgery within the multidisciplinary
treatment paradigm?

Surgery and post-operative radiation therapy (PORT) is a standard treatment paradigm
aimed at ensuring locoregional control and survival in patients with head and neck
cancer (HNC). The philosophy behind this approach emerged in the 1960’s and 1970’s,
prior to the advent of advanced imaging and understanding of molecular basis of HPV-
associated oropharyngeal cancer. Over time, specific adverse features such as
perineural invasion, margin distance, and the number and character of metastatic
regional lymph nodes (LNs) were identified as “intermediate-risk” factors, and positive
margins and extranodal extension of LNs were identified as “high-risk” pathologic
predictors of locoregional relapse. The addition of chemotherapy to PORT provided
better results in patients with “high-risk” features, but incurred increased toxicity in
two prospective clinical trials, RTOG 9501 and EORTC 22931.

However, with regard to HPV+OPC, these traditional predictors of locoregional disease
control (LRC) and survival have likewise been applied to patients undergoing transoral
minimally invasive endoscopic H&N Surgery (with surgical robotics or the CO2 laser).
However, because of the improved clinical outcomes seen in HPV+ OPC, there has been
ongoing interest in testing reductions of therapy.

The randomized phase 2 clinical trial Eastern Cooperative Oncology Group 3311
(ECOG3311) demonstrated that patients who had “intermediate-risk” surgical
pathology endpoints could receive a decreased radiation dose of PORT of 50 Gy —
without apparent declines in LRC or survival compared to patients receiving 60 Gy. This
trial indicates that “intermediate-risk” patients treated with frontline surgical therapy
may be candidates for careful deintensification. However, this approach remains
controversial, in part because of the broad range of characteristics included as eligible
for randomization in this study and the relative lack of personalized selection.
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AMEE (OPC) B—NMEEMNEIRCEMAHL AR, X5FEXE 51,000
ANBERIZER. U TOREESENFAEFEESBEIEMREA MO #HT,
EBNMEFLZEETERNERRSCENEEGTT. NI mMAXIMNERZIER
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RELEBRSPXIFIEHEH AEAEN, BchemoRTOgE 5 EEFMNIRASHEAIARBINGER
M%<, SREEMEDEE D REEEPREBENINEER. £ =167 E
FHRA (RTOG) MWHIr B &6 rAv1017 OMREEEZNEHoHTH, 35%
HEETE R SEMRIRE T3ZARMHAR IR X5 M, E T XISurveillance,
Epidemiology#1End Results-Medicare£{#& 2 A £ O A%z B & #H17A9 A A EFED 1,
BT E3ER AR BRREILS0%, BEENREMMREELR, TR
BIRTFIEETT (IMPT) ZELIUEHFHME. HREGFEEAMHMTAMETE
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B 720114F, ChaturvediZ AGLiEiR T OMRREE (OPC) . AZLERS (HPV) =
B Y B &R EITRITREMN R . M1988EZE20044F, HPVRHERY A NHE B S L
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2108 AHFR1.0) . SESELTEEEEL, HPVIEXHOPCEEFITE
ARWE. B, FEERR/)N, XHMOREETREENTUESHNE T FAE
ZERLGRITHRIER?
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